AMENDMENTS TO THE CLAIMS: 

This listing of claims will replace all prior versions, and listings, of claims in the 

application: 

LISTING OF CLAIMS; 

1 . (Currently Amended) A pharmaceutical composition having an anti-tumor effect 
comprising a pharmaceutically acceptable carrier or excipient and, as active ingredient, 
- an acryloyl di s tamyoin d e rivative a compound of fonnula (I): 



HX 



(I) 



wherein: 

Ri is a bromine or chlorine atom; 
R2 is a group of formula (II) 



t — o- 



l H 



CH3 



(II) 



wherein 

m is an integer from 0 to 2 0 or 1 ; 
n is an int e ger from 2 to 5 3 or 4 : 
risOorl; 

X and Y are, the same or different and independently for each heterocyclic ring, a nitrogen 
atom or a CH group; 

G is ph e nylen e , a 5 or 6 membei-ed satumted or un s aturated het e rooyolio ring with from 1 to 
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)ngN, O or S, or it is a group of formula (III) below: 



-m 



wh e rein Q is a nitrog e n atom or a CH gioup and W is an oxygen or aulfur atom or it ii 
B is selected from the gioup consisting of 

-^NR, ;-^NR, ;^t| NR, ; 



H H H 



- ON 



-NHCONR,R. 



wherein R4 is cyano, amino, hydroxy or C■ ^-€4 alkoxy; R5, Re and R7, the same or different, are 
hydrogen eFG^-€ 4 alkyi; or a pharmaceutically acceptable salt th e reof; and 

a protein kinase inhibitor; wherein said pharmaceutical composition has an antitumoral 
effect; and wherein said protein kins^e inhibitor is selected from the group consisting of 
STI57 1 (Benzamide, 4-[(4-methyl-l -piperazinyl)methyl]-N-[4-methyl-3-[[4-(3-pyridinyl)-2- 
pyrimidinyl]amino]phenyl]-)[[,]] and OSI-774(4-Quinazolinamine, N-(3-ethynylphenyl)-6, 7- 
bis(2-methoxyethox y) ), PKI 166(Phonol, 4 [4 [[(IR) 1 phenylethyl] am i n o] 7H pyrrolo [2,3 
d]pyrimidin - 6 - yl] - >, - ^KB ' 569(2 Butenamide, N [4 [(3 chloro 4 fluorQphenyl)amino] - 3 - cyano - 
7 - ethoxy - 6 - quinolinyl - ] -'1- (dim et hylamino) ,(2E) ), GW572016(4 Quinazolinamine, N - [3 - ohloro - 
4- [(3 ■ fluorophenyl)methoxy^phenyl] - 6 - [5 ■ [[[2 (methylsulfonyl)ethyl]amino]m e thyl] 2 furanyl] - 
), CEP 25630 Alanine, L lysyl .[(9S,10S.12R) 2,3,9.10.1 1>1 2 h e xahydro 10 m e thoxy 9 
methyl 1 0x0 9.12 o poxy IH diindolo[ 1,2,3 fg:3'.2',l' kl]pyn-olo[ 3,4 I ][ l, 6]b onz od i azo o in 10- 
yljmethyl e s ter, hydrochloride (1:2)), UCN 01(9.13 Epoxy 1H,9H diindolo[ 1,2,3 gh:3',2',r 
Im]pyrrolo[3,^ j][l,7]b e nzodiBzonin 1 ono,2,3,10,ll, 12,13 h e xahydro 3 hydroxy 10 m e thoxy 



3 



J:\workM 868\17703\AMEND\l7703.am6.doc 



9 methyl 11 (methylamino) ,(3R,9S,10R,nR,13R) ), [[G]]CGP ^1251(BenzQmide,N 
[(9S,10R,11R,13R) 2,3,10,11,12,13 hoxahydr o lO methoxy 9 methyl 1 oxo 9,13 epoxy 1H,9H . 
diirLdolo[l,2,3 gh:3',2',r Im]pyrrolo[3,1 j][l,7]bcnzo diQzo nin 11 yl] N methyl ) , Safmgol(l,3 
Ootadecancdiol, 2 amino , (2S, 3 S) ) , P e rifosine(Piperidinmm, A 

[[hydroxy(ootadeoyloxy)phoaphinyl]oxy] 1,1 dimethyl , inner salt), SU SlieCaH indol 2 one, 3 
[(3.5 dimothyl IH pyrrol 2 yljmethylene] 1, 3 dihydro ), CGP 79787(1 Phthalazinamin e , N (1 
ohlorophonyl) ^ (<t pyridinylm e thyl) ), ZD 6 ' 1 7*1(1 (juinozolinamine , N (A bromo 2 
fl B ef ephenyl) - 6 - methoxyl 7 [(1 methyl A piperidinyl)methoxyl] - ), SU - 112 4 8(Butancdioic acid^ - 
2 hydroxy , (2S) , compd. withN [2 ( diethylamino) e thyl] 5 [(Z) (5 fluoror 1,2 dihydro 2 oxq . 
3H - indol 3 yUdene)m ethyl] 2,4 dimethyl ■ lH - pyrrole - 3 - carboxamido (1:1)), and 
Flavopiridol('1H 1 Benzopyran 1 ono, 2 (2 ohloroph e nyl) 5,7 dihydroxy 8 [(3S,1R) 3 hydroxy 
1 ■ m e tfayl -4- piperidinyl] - ) : and the tumor to which the pharmaceutical composition has an anti- 
tumor effect is breast, lung, ovary, lung, colon, kidney, stomach, pancreas, liver, melanoma, 
leukemia and brain tumor where the antitumoral effect of said pharmaceutical composition is 
enhanced relative to the additive antitumoral effect of the acryloyl distamycin deiivative and the 
protein kinase inhibitor. 

2.-4. (Cancelled) 

5. (Cun'cntly Amended) The pharmaceutical composition according to claim 1 
comprising an acryloyl distamycin derivative of fonnula (I) wherein Ri and R2 are as defined in 
claim 1 , f' j a- Q; m is 0 or 1 , n is 4, and X and Y are both CH groups and B is s e lected from: ' 





— CN . — C ONRg Rg — N HGONR^Re 




h-G4 
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6. (Currently Amended) The pharmaceutical composition according to claim 5 
comprising an acryloyl distamycin derivative of formula (I) whei-ein Ri is bromine, R2 is a group 
of formula (II) wherein f-and m [[are]] is 0, n is 4, X and Y are CH, B is a group of formula 



wherein R5, Re and R7 are hydiX)gen atoms, optionally in the form of a pharmaceutically 
acceptable salt. 

7. (Previously Presented) The pharmaceutical composition according to claim 1 
comprising an acryloyl distamycin derivative, optionally in the foim of a pharmaceutically 
acceptable salt, selected from the group consisting of: 

N-(5-{[(5-{[(5-{[(2-{[amino(imino)methyl]amino}ethyl)amino]cai-bonyl}-l-methyl-lH- 
pyrroI-3-yl)amino]carbonyl} - 1 -methyl- 1 H-pyri"ol-3-yl)amino]carbonyl}- 1 -methyl- lH-pyiTol-3- 
yl)-4-[(2-bromoacryloyl)amino]- 1 -methyl- 1 H-pyrfole-2-carboxamide hydrochloride; 

N-(5- {[(5- {[(5- {[(2- {[amino(imino)methyl]amino}propyl)amino]carbonyI} -1 -methyl- 
lH-pyrrol-3 -yl)amino]carbonyl}- 1 -methyl- 1 H-pyiTol-3-yl)amino]carbonyI } -1 -methyl -IH- 
pyrrol-3-yl)-4-[(2-bromoacryloyl)amino]-l-methyl-lH-pyrrole-2-carboxamide hydrochloride; 

N-(5-([(5-([(5-{[(3-amino-3-iminopropyl)amino]carbonyl}-l-methyl-lH-pyiTol-3- 
yl)amino]carbonyl}-l-methyl-lH-pyiTol-3-yl)amino]carbonyl}-l-methyl-lH-pyrrol-3-yl)-4-[(2- 
bromoacryloyl)amino] - 1 -methyl- 1 H-pyn'ole-2-carboxamide hydrochloride; 

N-(5- { [(5- { [(5- { [(3-amino-3 -iminopropyl)amino] carbonyl} - 1 -methyl- 1 H-pyrroi-3 - 
yl)amino]carbonyl} - 1 -methyl-lH-pyiTol-3-yl)amino]carbonyl} - 1 -methyl-1 H-pyrrol-3-yl)-4-[(2- 
bromoacryloyi)amino]-l-methyl-lH-imidazole-2-carboxamide hydrochloride; 

N-(5- {[(5- {[(5- {[(3-amino-3-iminopropyl)amino]carbonyI} - 1 -methyl- lH-p>Ti-ol-3 - 
yl) amino] carbonyl } - 1 -methyl- 1 H-pyrrol-3-yi)amino]carbonyl}-l -methyl- lH-pyrrol-3-yl)-3-[(2- 
bromoacryloyl)amino]-l-methyl-lH-pyrazole-5-carboxamide hydrochloride; 

N-(5-{[(5-{[(5-{[(3-amino-3-oxopropyl)amino]carbonyl}-l-methyl-lH-pyrroi-3- 
yl)amino]carbonyl} - 1 -methyl- 1 H-pyrrol-3-yl)amino]carbonyl} -1 -methyl-1 H-pyrrol-3-yl)-3-[(2- 
bromoaci7loyl)amino]-l -methyl-1 H-pyrazole-5-carboxamide; 




NRgR, 
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N-(5-{[(5-{[(5-{[(2-{[amino(immo)methyl]amino}ethyl)amino]caitonyl}-l-methyl"lH- 
pyrrol-3 -yl)amino]carbonyl} - 1 -methyl- 1 H-pyiTol-3-yl)am}no]carbonyl} - 1 -methyl- 1 H-pyn-ol-3 - 
yl)-4-[(2-chloroacryloyl)amino]-l-methyI-lH-pyrrole-2-carboxamide hydrochloride; 

N-(5-{[(5-{[(3-{[amino(imino)methyl]amino}propyl)amino]carbonyl}-l-methyl-lH- 
pyiTol-3-yl)amino]carbonyl}-l-methyl-lH-pyn-ol-3-yl)-4-[(2-bromoacryloyl)amino]-l-methyl- 
lH-pynole-2-carboxamide hydrochloride; 

N-(5-{[(5-{[(3-amino-3-iminopropyl)amino]carbonyl}-l-methyl-lH-pyrrol-3- 
yl)amino]carbonyl}-l-methyl-lH-pyrroI-3-yl)-4-[(2-bromoacryloyl)amino]-l-methyl-lH- 
pyrrole-2-carboxamide hydrochloride; and 

N- {5-[({5-[( {5-[( {3-[(aminocarbonyl)amino]propyl } amino)carbonyl]- 1 -methyl- 1 H- 
pyrrol-3-yl}amino)carbonyl]-l-methyl-lH-pyiTol-3-yl}amino)carbonyl]-l-methyI-lH-pyiTol-3- 
yl} -4-[(2-bromoacryloyl)amino]-l -methyl-1 H-pyrrole-2-caiboxamide. 

8. (Currently Amended) A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier or excipient and, as active ingredient, 

- N-(5- {[(5-{[(5- {[(2- {[amino(imino)methyl]amino}ethyl)amino]carbonyl} - 1 -methyl- 
1 H-pyiTol-3 -yl)amino] carbonyl } - 1 -methyl- 1 H-pyrrol-3 -yl)amino]carbonyl } - 1 -methyl - 1 H- 
pyn-ol-3-yl)-4-[(2-bromoacryloyl)amino]-l-methyl-lH-pytTo!e-2-carboxamide hydrochloride 
(Brostallicin); and 

- a protein kinase inhibitor selected from the group consisting of STI571 (Benzamide, 
4-[(4-methyl-i-piperazinyl)methyl]-N-[4-methyl-3-[[4-(3-pyridinyl)-2- 
pyrimidinyl]amino]phenyl]-), and OSI-774(4-Quinazolinamine, N-(3-ethynylphenyl)-6, 7-bis(2- 
methoxyethoxy)-), and SU 5416(2H indol 2 one, 3 [(3,5 dimethyl IH pyrrol 2 yl) m e thylen e] 1, 

3 - dihydro ) ; wherein the phannaceutical composition has an antitumoral effect which is 
enhanced relative to the additive antitumoral effect of the Brostalhcin and the protein kinase 
inhibitor. 
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9. (Cunently Amended) A product comprising 
compound of formula (I): 

O 

wherein: 

Ri is a bromine or chlorine atom; 
R2 is a group of formula (II) 




wherein 

m is an int e g e r from 0 to 2 Oor 1 : 
nis an integer from ^ te -§; 

X and Y are, the same or different and independently for each heterocyclic ring, a nitrogen 
atom or a CH group; 

G is phenyleno, a 5 or 6 membered s aturated or unsaturat e d heterooyolio ring with fl-om 1 to 
3 hctoroQtoms s ele c t e d among N, O or S, or it is a group of formula (III) below: 




wherein Q is a ni t rog e n atom or a CH group and W is an oxygen or sulfttr atom or it if 
group NR^ 



1 acryloyl distamyoin derivativ e a 
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B is selected from the group consisting of 



H H H 



— C.H NR^Rg — CONR^Rg 



-NHCONRgRe 



wherein R4 is cyano, amino, hydi-oxy or C j.-€ 4 alkoxy ' R5, Re and R7, the same or different, are 
hydrogen eF-Gj.-G 4 alkyl ; 

or a pharmaceutically acceptable salt thereof; and 

a protein kinase inhibitor, as a preparation where the acryloyl distamycin derivative may 
be administered simultaneously with the protein kinase inhibitor or, alternatively, both 
compounds may be administered sequentially in cither order in the treatment of tumors; and 
wherein said protein kinase inhibitor is selected from the group consisting of 
STI57 1 (Benzamide, 4-[(4-methyl-l -pipei-azinyl)methyl]-N-[4-methyl-3-[[4-(3-pyridinyl)-2- 
pyrimidinyl]amino]phenyl]-)[[,]] and OSI-774(4-Quinazolinamine, N-(3-ethynylphenyl)-6, 7- 
bis(2-methoxyethox y) ), PKI 166(Phonol, ^ [[(IR) 1 ph e nyl e thyljamino] 7H pyrrolo[2,3 
d]pyrimidin - 6 - yl] - ), EK - B - 569(2 - Butenamide,N [4 {(S chloro - 1 fluoroph e nyljamino] 3 oyano 
7 o thoxy 6 quinolinyl] A (dim e thylamino) ,(2E) ), GW572016(^ QuinazolinQmino,N [3 ohloro ^ 
A t(3 fluoroph e nyl)mothoxyl]phenyl] 6 [5 [[[2 (methylsulfonyl)ethyl]amino]mcthyl] 2 furanyl] 
), CEP 2563( ft Alanine, L lysyl ,[(9S,10S,12R) 2,3.9,10,11,12 hexahydi-o 10 methoxy 9 
methyl 1 0x0 9,12 e poxy IH diindolo[l,2,3 fg:3',2',l ' kl]pyrrolo [3,4 I] [ l,6] fa e nzodiazooin 10 
yl]mothylcGtor. hydrochlorid e (1:2)),UCN 01(9,13 Epoxy m,9H diindolo[l,2,3 gh:3',2',r 
lm]pyn'o!o[3,4 j][l,7]benzodiazonin 1 on e ,2,3,10,l 1,12,13 hoxohydro 3 hydroxy lOm e thoxy 
9 methyl 1 1 (m e thylamino) ,(3R,9S,10R,11R,13R) ), [[G]]CGP ^1251 (Benzamide, N 
[(9S,10R,11R,13R) 2,3,10,11 ,12,13 hoxohydr o 1 0 meth ox y 9 m et hyl 1 0x0 9,13 ep ox y 1H, 9H 
diindolo[l,2,3 gh:3',2',l' Im]pyrrolo[3, 4 j][l,7]b e nzodiazonin 11 yl] N methyl ), Safmgol(l,3 
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Ootadecancdiol, 2 amino , (2S, 3S) ), Perifosine(Pip e ridinmm, 4 

[[hydroxy(octadecyloxy)phosphinyl]oxy] 1,1 dimethyl , inner salt), SU 5A 16 { 2H indol 2 one, 3 

chlorophonyl) ^ (1 pyridinylmcthyl) ), ZD 6^71(1 Quinozolinam i ne, N ('1 bromo 2 
fluorophenyl) - 6 - mcthoxyl - 7 - [(l m e thyl A piperidinyl)methoxyl] - ), SU - 112 4 8(Butanedioic aoid, 
2 hydroxy . (2S) > compd. withN [2 (diothylamino) ethyl] 5 [(Z) (5 fluoror 1.2 dihydro 2 oxo 
3H - indol 3 yliden e )m e thyl] 2, 4 dim e thyl - lH - pyrrolo - 3 - eai-boxamid e (1:1)), and 
Flavopirido l('1 H 1 Bonzopyran 1 one, 2 (2 ohlorophenyl) 5,7 dihydroxy 8 [(3S, ^ R) 3 hydroxy 
1 m e thyl -4- piperidinyl] - ) ; wherein the product has an antitumoral effect on breast, ovary, lung, 
colon, kidney, stomach, pancreas, liver, melanoma, leukemia and brain tumor, which effect is 
enhanced relative to the additive antitumoral effect of the acryloyl distamycin derivative and the 
protein kinase inhibitor. 

10.-12. (Cancelled) 

13. (Currently Amended) The product according to claim 9 comprising an acryloyl 
distamycin derivative of formula (I) wherein Ri is bromine, R2 is a gj:oup of formula (II) wherein 
m [[are]] is 0, n is 4, X and Y are CH, B is a group of formula 
NReRr 



wherein R5, Rg and R? are hydragen, optionally in the form of a pharmaceutically 

acceptable salt. 

14. (Previously Presented) The product according to claim 9 wherein the acryloyl 
distamycin derivative is selected from the group as defined in claim 7. 

15. (Cuixently Amended) A product comprising the acryloyl distamycin derivative N-[5- 
[[[5-[[[2-[(aminoiminomethyl)amino]ethyl]amino]carbonyl]-l-methyl-lH-pyiTol-3- 
yl]amino]carbonyl]-l-methyl-lH-pyrrol-3-yl]-4-[[[4-[(2-bromo-l-oxo-2-propenyl)amino]-l- 
methyl- 1 H-pyrrol-2-yl[carbonyl] amino] - 1 -methyl- 1 H-pyn"ole-2-carboxamide hydrochloride 
(Brostallicin), and a protein kinase inhibitor selected from the group consisting of 
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STI57t (Benzamide, 4-[(4-methyl-l -piperazinyl)methyl]-N-[4-methyl-3"[[4-(3-pyridinyl)-2- 
pyrimidinyl]amino]phenyl]-), OSI-774(4-Quinazolinamine, N-(3-ethynylphenyl)-6, 7-bis(2- 
methoxyethoxy)-) and SU 5416(2H-indol-2-one, 3-[(3,5-dimethyl-lH-pyiTol-2-yl)methylene]-l, 
3-dihydro-); as a combined preparation for simultaneous, separate or sequential use in the 
treatment of tumors , wherein said tumors are breast, ovary, lung, colon, kidney, stomachy 
pancreas, liver, melanoma, leukemia and brain tumors . 

16.-23, (Cancelled) 

24. (Cunently Amended) A method of treating a tumor selected from breast, ovarv. lune. 
colon, kidney, stomach, pancreas or liver, cancer, melanoma, leukemia and brain tumor in a 
mammal, suff e ring fi'om a n e opla s tic diaoasc stat% which method comprises administering to 
said mammal the acryloyl distamycin derivative of formula (I), as defined in claim 1, a and a 
protein kinase inhibitor selected from ST 1571 and OSI-774 . in amounts effective to produce an 
antitumoral effect which is enhanced relative to the additive antitumoral effect of the acryloyl 
distamycin derivative and the protein kinase inhibitor. 

25. (Previously Presented) The method according to claim 24 wherein the acryloyl 
distamycin derivative is N-[5-[[[5-[[[2-[(aminoiminomethyl)amino]ethyl]aminoJcarbonyl]-l- 
methyl- 1 H-p jrrol-B -yl] amino] carbonyl] - 1 -methyl- 1 H-pyrrol-3 -yl] -4-[[[4-[(2-bromo- 1 -oxo-2- 
propenyl)amino]- 1 -methyl-l H-pyrrol-2-yl[carbonyl]amino]- 1 -methyl- 1 H-pyrrole-2-carboxamide 
hydrochloride (Brostallicin), and the protein kinase inhibitor is selected from the group 
consisting of STI571 (Benzamide, 4-i;(4-methyl-l-piperazinyl)methyl]-N-[4-methyl-3-[[4-(3- 
pyridinyl)-2-pyrimidinyl]amino3phenyl]-), OSl-774(4-Quinazolinamine,N-(3-ethynylphenyl)-6, 
7-bis(2-methoxyethoxy)-) and SU 5416(2H-indol-2-one, 3-[(3,5-dimethyl-lH-pyiTol-2- 
yl)methylene]-l, 3-dihydro-). 

26. (Cun'ently Amended) The method for lowering the side effects caused by 
antineoplastic therapy with an antineoplastic agent, in a mammal in need thereof, the method 
comprising administering to said mammal a combined preparation comprising a protein kinase 
inhibitor and an acryloyl distamycin d e rivativ e a compound of formula (I), as defined in claim 1, 
in amounts effective to produce an antitumoral effect on tumors selected from breast, ovarv. 
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lung, colon, kidnev. stomach, pancreas, liver, melanoma, leukemia and brain tumors which is 
enhanced relative to the additive antitumoral effect of the aciyloyl distamycin derivative and the 
protein kinase inhibitor. 

27. (Cun-ently Amended) The method according to claim 26 wherein the aoryloyl 
distamycin d e rivative compound of formula I is N-[5-[I[5-[[[2~ 

[(aminoiminomethyl)amino]ethyi] amino]carbonyI]- 1 -methyl- 1 H-pyiTol-3 -yl]amino]carbonyl] - 1 - 
methyl-lH-pynol-3-yl]-4-[[[4-[(2-bromo-l-oxo-2-propenyl)amino]-l-methyl-lH-pyrrol-2- 
yl[carbonyl]amino]-l-methyl-lH-pyrrole-2-carboxamide hydrochloride (Brostallicin), and the 
protein kinase inhibitor is selected from the group consisting of STI571(Benzamide, 4-[(4- 
methyl-l-piperazinyl)methyI]-N-[4-methyl-3-[[4-(3-pyridinyl)-2-pyrimidinyl]amino]phenyl]-), 
OSI-774(4-Quinazolinamine, N-(3-ethynylphenyl)-6, 7-bis(2-methoxyethoxy)-) and SU 
541 6(2H-indol-2-one, 3-[{3,5-dimethyl-lH-pyrrol-2-yl)methylene]-l , 3-dihydro-). 

28. -30. (Cancelled) 

3 1 . (Previously Presented) The method of treating a mammal according to Claim 24 
wherein the mammal is human. 

32. (Previously Pi-esented) The method for lowering the side effects according to Claim 
26 wherein the mammal is human. 

33. -34. (Cancelled) 
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